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WHAT IS CLAIMED IS: 
1 . A compound of Formula (I) 




Formula (I) 

wherein 

Y is selected from the group consisting of a bond, -C(O)-, -C(0)0-, -C(0)NH- 
and -S0 2 -; 

is selected from the group consisting of R 7 and R 8 ; 



R 2 » R3, R4 ana R 5 are independently selected from the group consisting of a 
bond, hycirogen and C^alkyl; wherein C^alkyl is optionally substituted with 
one to/three substituents independently selected from R 9 , provided that R 2 , 
R3. ^4 or R 5 can only be a bond when forming a monocyclic ring wherein 
the/following monocyclic rings may be formed from R 2 , R 3 , R 4 and R 5 ; 



/When R 2 and R 3 comprise a bond and C^alkyl or optionally when both R 2 
and R 3 are C^alkyl , R 2 and R 3 together with the atoms to which each is 
attached will form a four to seven membered monocyclic ring optionally 
containing one to two additional heteroatoms independently selected 
from the group consisting of N, O and S; 
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and C^alkenylene optionally substituted wjjtn one to two substituents 
independently selected from the group consisting of halogen, hydroxy, 
hydroxy^^Jalkyl, hydroxy^ ^)alko^ C^alkyl, C^alkenyl, C^alkynyl, 
C^alkoxy, carboxyl, amino, /V-(C^alkyl)amino, /^/V-CC^dialkylJamino, -CF 3 
and -OCF 3 ; / 

and pharmaceutically acceptable salts, racemic mixtures, diastereomers and 
enantiomers thereof. 



The compound of claim 1 wherein Y is selected from the group 
consisting of -C(O)- and -S0 2 -. 



The compound of claim 1 wherein Y is selected from -S0 2 - 
The compound of claim 1 wherein R A is selected from R 7 . 




The compound of claim 1 ^^Amerein R 2 , R 3 , R 4 and R 5 are independently 
selected from the group consisting of hydrogen and C^alkyl. 



1 AA/fier< 



The compound of claim 1 ^wherein R 2 , R 3 , R 4 and R 5 are independently 
selected from the group consisting of hydrogen and methyl. 

The compound of claim l^wherein Re is optionally present and is one to 
three substituents independently selected from the group consisting of 
halogen, C^alkoxy, R 10 , R 12 , -NtR^CfO)-!^. -N^^O)-^, 
-NCR.JSO^o-.-NCR.OC^-NCR^.R,,), -N^JCCOH^R^.R^ 
-OC^J-NCR^.R^), -OC(0)-N(R 12 ,R 17 ), -OC(O)-R 10 and R^C^alkoxy. 



8. The compound of claim wherein R 6 is optionally present and is one to 
three substituents independently selected from the group consisting of 
halogen, C^alkoxy, R 10 , R 12f -NKR^CCCO-R^, -NKR^CCOJ-R^, 
-NfR^SCVR.o-, ^(R.OC^-NtR,,,^,), ^(R.JC^-NCR,,,^,), 
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-OC(0)-N(R l1f R l2 ) B -OC(0)-N(R 12 ,R 17 ), -OC(O)-R 10 and R 10 -(C M )alkoxy. 

9. The compound of claim 1 wherein R 6 is optionally present and is one to 
two substituents independently selected from the group consisting of 

5 R 10 . -NCR^CfOWo, -NtR.JCtOJ-NCR^.R^), -NfR^CfOJ-N^.R,,), 

-OC(0)-N(R 11 ,R 12 ), -OC(0)-N(R 12 ,R 17 )and R 10 -methoxy. 

10. The compound of claim 1 wherein R 7 is selected from the group 
consisting of aryl and heteroaryl optionally substituted with one to five 

10 substituents independently selected from the group consisting of 

halogen, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, C^alkylcarbonyl, 
C^alkoxycarbonyl, carboxyl, aryl, heteroaryl, arylcarbonyl, 
J| heteroarylcarbonyl, arylsulfonyl, amino, A/^C^alkyOamino, 

03 A/^A/^C^dialkylJamino, -CF 3 and -OCF 3 ; and, wherein the aryl and 

y3 

1SU heteroaryl substituents and the aryl portion of the arylcarbonyl 

ffl 

r« substituent are optionally substituted with one to five substituents 

r ^ independently selected from the group consisting of halogen, C^alkyl, 

C 2 ^alkenyl, C^alkynyl, C^alkoxy, carboxyl, amino, A/^C^alkylJamino, 
/V^A/^C^dialkyOamino, -CF 3 and -OCF 3 . 

■ Q 

.y? 11. The compound of claim 1 wherein R 10 is selected from the group 

consisting of cycloalkyl, heterocyclyl, aryl and heteroaryl optionally 
substituted with one to five substituents independently selected from the 
group consisting of halogen, C^alkyl, C^alkoxy, C^alkoxycarbonyl, 
25 carboxyl, arylcarbonyl, arylsulfonyl, -CF 3 and -OCF 3 ; wherein cycloalkyl 

and heterocyclyl are optionally substituted with one to three oxo 
substituents ; and, wherein the aryl portion of the arylcarbonyl 
substituent is optionally substituted with one to five substituents 
independently selected from C^alkoxy. 

30 

12. The compound of claim 1 wherein R 10 is selected from the group 
consisting of cyclopropyl, 1,3-dihydro-2H-isoindolyl, 2- 
azabicyclo[2.2.2]octyl, piperidinyl, morpholinyl, phenyl, naphthalenyl, 
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thienyl, 1H-pyrrolyl and pyridinyl; wherein cyclopropyl, piperidinyl, 
morpholinyl, phenyl, naphthalenyl, thienyl, 1H-pyrrolyl and pyridinyl are 
optionally substituted with one to four substituents independently 
selected from the group consisting of chlorine, fluorine, bromine, methyl, 
isopropyl, f-butyl, methoxy, f-butoxycarbonyl, carboxyl, phenylcarbonyl, 
-CF 3 and -OCF 3 ; wherein 1,3-dihydro-2H-isoindolyl is optionally 
substituted with oxo; wherein 2-azabicyclo[2.2.2]octyl is optionally 
substituted with phenylsulfonyl, and, wherein the phenyl portion of the 
phenylcarbonyl substituent is optionally substituted with one to two 
substituents independently selected from methoxy. 

The compound of claim 1 wherein R 12 is selected from the group 
consisting of C^alkyl and C^alkynyl optionally substituted on a terminal 
carbon with R 14 . 

The compound of claim 1 wherein R 12 is selected from the group 
consisting of C^alkyl and C^alkynyl optionally substituted on a terminal 
carbon with R 14 . 

The compound of claim 1 wherein R 12 is selected from the group 
consisting of f-butyl and ethynyl; wherein ethynyl is optionally substituted 
on a terminal carbon with a substituent independently selected from R 14 . 

The compound of claim 1 wherein R 14 is selected from the group 
consisting of aryl optionally substituted with one to five substituents 
independently selected from the group consisting of halogen, C^alkyl, 
C 2 ^alkenyl, C 2 ^alkynyl, C^alkoxy, C^alkylcarbonyl, C^alkoxycarbonyl, 
carboxyl, aryl, heteroaryl, arylcarbonyl, heteroarylcarbonyl, arylsulfonyl, 
amino, /V^C^alkyOamino, ty/V^C^dialkyOamino, -CF 3 and -OCF 3 ; and, 
wherein the aryl and heteroaryl substituents and the aryl portion of the 
arylcarbonyl substituent are optionally substituted with one to five 
substituents independently selected from the group consisting of 
halogen, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, carboxyl, amino, 
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^-(C^alkyOamino, /^-(C^dialkyOamino, -CF 3 and -OCF 3 . 

17. The compound of claim 1 wherein R„ is selected from the group 
consisting of hydrogen and C^alkyl. 

18. The compound of claim 1 wherein R„ is hydrogen. 

19. The compound of claim 1 wherein A is selected from the group 
consisting of methylene and ethylene. 

20. The compound of claim 1 wherein By£nd B 2 are independently selected 
from the group consisting of C^alkylene and C^alkenylene optionally 

^ substituted with one to two suloOTtu^ts independently selected from the 

00 group consisting of halog^ft^^tiroxy, hydroxy(C 1 ^)alkyl, 

152 hydroxyCC^alkoxy, C^aftSl, p^alkenyl, C^alkynyl, C^alkoxy, 

q carboxyl, amino, /V-((^alkyl)amino, A/^^C^dialkylJamino, -CF 3 and 

nj- -OCF 3 . 



10 



%t 21. The compound of claim 1 wherein B, and B 2 are independently selected 

2dP from the group consisting of -CH 2 -, -(CH 2 ) 2 - and -(CH) 2 - optionally 

3 

yL substituted with one to two substituents independently selected from the 

group consisting of halogen, hydroxy, hydroxy(C 1 ^)alkyl, 
hydroxyfC^alkoxy, C^alkyl, C 2 ^alkenyl, C^alkynyl, C^alkoxy, 
carboxyl, amino, /V-fC^alkyOamino, /^-(C^dialkyljamino, -CF 3 and 
25 -OCF 3 . 

^ ^ 2%f. The compound of claim 1 wherein B y is selected from the group 

consisting of -CH 2 -, -(CH 2 ) 2 - and -(CH) 2 - optionally substituted with one 
to two substituents independently selected from the group consisting of 
30 halogen, hydroxy, hydroxy(C 1 ^)alkyl, hydroxy(C 1 ^)alkoxy f C^alkyl, 

C^alkenyl, C 2 ^alkynyl, C^alkoxy, carboxyl, amino, A/^C^alkylJamino, 
A/^A/^C^dialkylJamino, -CF 3 and -OCF 3 ; and, wherein, B 2 is selected 
from -(CH 2 ) 2 -. 
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The compound of claim 1 wherein is selected from the group 



consisting of -CH 2 -, -(CH 2 ) 2 - and -(CH) 2 



24: The compound of claim 1 wherein the compound of Formula (I) is 
selected from a compound of the formula: 



0* 



ffl 

m 
pi 

a 




wherein B„ R,, R 3 , R 5> A and Re are dependently selected from the group consisting 



of: 


Ri 


R 3 


R 5 


A 


Re 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2,4,6-CI 3 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-[2,6-(OMe)2]Ph; 


CH 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2,6-F 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-[2,6-(OMe)2]Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2-Me)Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2-CI)Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2,6-F 2 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2-CF 3 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2-OCF 3 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2-Br)Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2,6-F 2 )Ph; 


CH 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 
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(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-[2,6-(OMe)2]Ph; 


CH 2 


Ph 


H 


H 


CH 2 


4-NHC(OH2,6-(OMe)2]Ph; 


(CH 2 ), 

\ 2/2 


4-Tol 


H 


H 


CH 2 


4-CC-(4-f-butyl)Ph; 


(CH 2 ) 2 

\ 2/2 


4-Tol 


H 


H 


CH 2 


4-CC-Ph; 


(CH 2 ) 2 

\ *2/2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-Ph; 


(CH 2 ) 2 

V "2/2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-[4-C(0)-[2,5- 
(OMeJJPhlPh; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-CH 2 -(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-NH-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-OCH 2 -(2,6-CI 2 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-OCH 2 -Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-NHC(0)-(2,4,6-isopropyl 3 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-(1H-pyrrol-1-yl); 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


4-Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-NH-(2,6-F 2 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


3-NHC(0)-(2,6-F 2 )Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


3-NHC(OH2,6-(OMe)2]Ph; 


(CH 2 ) 2 


4-Tol 


H 


H 


CH 2 


3-NHC(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


CH 3 


CH 2 


4-OCH 2 -(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


CH 3 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 


(CH) 2 


Ph 


H 


H 


CH 2 


4-OCH 2 -(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-OCH 2 -(2,6-CI 2 )Ph; 


(CH) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(2,4,6-F 3 )Ph; 




Ph 


H 


H 


CH 2 


4-(2 3,5,6-FJPh; 


(CH,), 
\ VI '2/2 


Ph 


H 


H 


CH, 


4-O-f-butoxy; 


'2/2 


Ph 


H 


H 


(CH,), 

\ 2/2 




(CH,), 

\ VI '2/2 


Ph 


H 


H 


CH 2 


4-(1 ,3-dihydro-1 ,3-dioxo-2H- 
isoindol-2-yl); 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2-C0 2 H)Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(2,5-diMe-1 H-pyrrol-1 -yl); 


(CH,), 

V '2/2 


Ph 


H 


H 


CH 2 


4-NHC(0)-4-pyridinyl; 


(CH,), 

\ WI *2/2 


Ph 


H 


H 


CH, 


4-NHS0 2 -(2,6-CI 2 )Ph; 


(CH,), 

V^ 1 '2/2 


Ph 


H 


H 


CH, 


4-OC(0)-N(CH 3 ) 2 ; 

V / \ o/2' 




Ph 


H 


H 


CH 2 


4-NHC(0)-(1 -f-butoxycarbonyl)4- 
piperidinyl; 


(CH 2 ) 2 


4-FPh 


H 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


4-FPh 


H 


H 


CH 2 


4-NHC(0)-[2,6-(OMe)2]Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-OC(0)-4-morpholinyl; 
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43 



OH 



3 If 



(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-OC(0)N(/so-propyl) 2 ; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-f-butyl; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-4-piperidinyl; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(3,5-CI 2 )4-pyridinyl; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-NMe 2 ; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


3-F-4-[OCH 2 (2,6-CI 2 )Ph] ; 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-OC(0)-NMe 2 ; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-f-butyl; 


(CH 2 ) 2 

\ Z/ Z 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2-OMe)1-naphthalenyl; 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-NHC(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-N HC(0)-cyclopropyl ; 




Ph 
ill 


u 

n 


u 
1 1 


PH 


4-NHCfOW2 2 3 3- 
Me 4 )cyclopropyl; 


(CH 2 ) 2 

\ Z/Z 


Ph 


H 


H 


CH 2 


4-NHC(0)-/so-propyl; 


(CH 2 ) 2 

\ Z/Z 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2-S0 2 Ph)-2- 
azabicyclo[2.2.2]oct-3-yl; 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-NHC(0)-(3,5-CI 2 )4-pyriclinyl; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-NHC(0)-(2-Me)cyclopropyl; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(2,6-diMe)Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(2,6-CI 2 )Ph; 


(CH,), 

V w '2/2 


2-Thi 


H 


H 


CH 2 


4-(2,6-CI 2 )Ph; 


(CH 2 ) 2 

\ z/z 


2-Thi 


H 


H 


CH 2 


4-(2,6-diMe)Ph; 


(CH 2 ) 2 

\ z/z 


2-Thi 


H 


H 


CH 2 


4-[2,6-(OMe)2]Ph; 


(CH 2 ), 

\ "z/z 


2-Thi 


H 


H 


CH 2 


4-(4-fluoro-1 ,3-dihydro-1 ,3-dioxo- 
2H-isoindol-2-yl); 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-NHC(0)-NMe 2 ; 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-OC(0)-NMe 2 ; 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-OC(0)-(4-morpholinyl); 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-OC(0)-(4-Me-1 -piperazinyi); 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-OC(0)-(4-Me-1 -piperazinyi); 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-N(Me)C(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-N(Me)C(0)-(3,5-CI 2 )4-pyridinyl; 


(CH,), 

\ WI '2/2 


2-Thi 


H 


H 


CH 2 


4-N(Me)C(0)-(3,5-CI 2 )4-pyridinyl; 


(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-N(Me)C(0)-(2,6-CI 2 )Ph; 


(CH 2 ) 2 


2-Thi 


H 


1 1 
n 


L/M 2 




(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-(1 ,3-dihydro-1 ,3-dioxo-2H- 
isoindol-2-yl); 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(1 ,3-dihydro-4,7-dimethyl-1 ,3- 
d ioxo-2H-isoindol-2-yl); 
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(CH 2 ) 2 


2-Thi 


H 


H 


CH 2 


4-(1 ,3-dihydro-4,7-dimethyl-1 ,3- 
dioxo-2H-isoindol-2-yl); 


CH 2 


2-Thi 


H 


H 


CH 2 


4-NHC(0)-(3 f 5-CI 2 )4-pyridinyl; 




9 Thi 


n 


u 
n 


v-»n 2 


*+ in n w j L/I2/11 1, 


^n 2 j 2 


Ph 

nil 


l_l 
n 


u 
n 


Pl-I 
v-»n 2 


benzisothiazol-2(3H)-yl); 


(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(4-chloro-1 ,3-dihydro-1 ,3-dioxo- 
2H-isoindol-2-yl); 


and, 












(CH 2 ) 2 


Ph 


H 


H 


CH 2 


4-(7,9-dioxo-8-azaspiro[4.5]dec-8- 



yi); 



and pharmaceutically acceptable salts, racemic mixtures, diastereomers and 
enantiomers thereof. 




R, is selected from the group consisting of R 7 and R 8 ; 

, R 3 , R 4 and R 5 are independently selected from the group consisting of a 
bond, hydrogen and C^alkyl; wherein C^alkyl is optionally substituted with 

86 



ORT-1451 





in the presence of appropriate coupling agents, bases and solvents to form the 
compound of Formula (BQ. ^ 

^27. The process of clainvSSwherein R 15 is selected from the group 
consisting of hydroxy, iodine, bromine and N0 2 . 



^ ^28r The compound of claim 1 ^wherein the compound of Formula (I) is 
^ \ selected from a compound of the formula: 



in 



■ y 




The compound of claim 1 wherein the compound of Formula (I) is 
selected from a compound of the formula: 

^ N 




N 

\ 

°7 
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£Qr? The compound of claim 1 wherein the compound of Formula (I) is 

selected from a compoun<£"ofthe formula: 
\ CH 3 




The compound of claim^t'wherein the compound of Formula (I) is 
selected from a compound of the formula: 

~ N 




10 2A 



The compound of claim rwherein the compounds are effective 
antagonists of an integrin receptor. 

The compound of claim -32^/nerein the compound is a selective 
antagonist of an ot4 integrin receptor. 
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3>^ 

r^^S^ The compound of claim 33^herein the a4 integrin receptor is selected 
from the group consisting of the a4p1 and cc4p7 integrin receptor. 



3£x The compound of claim ^32 [wherein the compound is an antagonist of at 



least two a4 integrin receptors. 



The compound of claim ^wherein the two a4 integrin receptors are 
selected from the group consisting of the a4p1 and cc4p7 integrin 
receptor. 



37. 



38. 



39. 



40. 



The compound of claim 1 wherein the compounds? are effective agents 
for the treatment of an integrin mediated disorder ameliorated by 
selective inhibition of the a4pi integrin receptor. 




The compound of claim^r wherein the cornpounds are effective agents 
for the treatment of an integrin mediated jflisorder ameliorated by 
selective inhibition of the ot4p7 integrin /eceptor. 



aim ^Kvhere 



The compound of claim ^Pwherein the compounds are effective agents 
for the treatment of an integrin m€fl^te^€Ksorder ameliorated by 



inhibition of the oc4pi and a4p7 ii 



v 



receptor. 



The compound of claim ^wherein the compounds are effective agents 
for the treatment of integrin mediated disorder selected from the group 
consisting of inflammatory disorders, autoimmune disorders and 
cell-proliferative disorders./ 



41 . The compound of clain/40 wherein the integrin mediated disorder is 
selected from the grotfp consisting of inflammation disorders, 
autoimmunity disorders, asthma, bronchoconstriction, restenosis, 
atherosclerosis, ps/riasis, rheumatoid arthritis, inflammatory bowel 
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disease, irritable bowel disease, irritable bowej/syndrome, transplant 
rejection and multiple sclerosis. 



42. 



43. 



4 




The compound of claim 40 ytfherein th^ integrin mediated disorder is 
selected from the group consisting pf asthma, bronchoconstriction, 



restenosis, atherosclerosis, psofi 
bowel disease, irritable bowel d i 
transplant rejection and multic 



>, rheumatoid arthritis, inflammatory 
?e, irritable bowel syndrome, 
Xerosis. 



The compound of claim 40 wherein the integrin mediated disorder is 
selected from the group consisting of asthma, bronchoconstriction, 
restenosis, atheroscjerosis, irritable bowel syndrome and multiple 
sclerosis. 



A pharmaceutical composition comprising a compound of claim 1 and a 
pharmaceutical^ acceptable carrier. 

A pharmaceutical composition made by mixing a compound of claim 1 
and a pharmaceutical^ acceptable carrier. 

^AQ^ A method for the treatment of an integrin mediated disorder ameliorated 
by inhibition of an a4 integrin receptor comprising administering to a 
subject in need thereof a therapeutically effective amount of a compound 
of claim 1.^- 



47. 




The method of claim 46 wlj&reinjhe compound inhibiting the a4 integrin 
receptor is selected fronyflhe] group consisting of a selective antagonist 
of an cc4 integrin receptor and an antagonist of at least two a4 integrin 
receptors. 



48. The method of claim 47 whe/ein the a4 integrin receptor is selected 
from the group consisting/Sf the a4pi and oc4p7 integrin receptor. 
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-49. The method of claim^e* wherein the compound inhibiting the <x4 integrin 
receptor is selected from the group consisting of a selective antagonist 
of the ct4p1 integrin receptor, a selective antagonist of the ct4p7 integrin 
receptor and an antagonist of the a4p1 and a4p7 integrin receptors. 

The method of claim 46 wherein the integrin mediated disorder is 
selected from the group consisting of inflammatory disorders, 
autoimmune disorders and cell-proliferative disorders. 

The method of claim 46 wherein the integrin mediated disorder is 
selected from the group consisting of inflammation disorders, 
autoimmunity disorders, asthma, broncnoconstriction, restenosis, 
atherosclerosis, psoriasis, rheumatoid arthritis, inflammatory bowel 
® disease, irritable bowel disease, icntable bowel syndrome, transplant 

15M* rejection and multiple sclerosis./ 

Q 

^ 52. The compound of claim 4&Wierein the integrin mediated disorder is 
Q selected from the group/consisting of asthma, bronchoconstriction, 

iffi restenosis, atherosclerosis, psoriasis, rheumatoid arthritis, inflammatory 

2(C bowel disease, irritate bowel disease, irritable bowel syndrome, 

H* transplant rejection and multiple sclerosis. 

53. The compound of claim 46 wherein the integrin mediated disorder is 
selected from the group consisting of asthma, bronchoconstriction, 
25 restenosi§( atherosclerosis, irritable bowel syndrome and multiple 

sclerose 

^54T" The method of claim 46"wherein the therapeutically effective amount of 
the compound of claim 1 is from about 0.01 mg/kg/day to about 300 
30 mg/kg/day. 

The method of claim 46 further comprising administering to a subject in 
need thereof a therapeutically effective amount of the pharmaceutical 
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composition of claim 44. 



56. The method of clainr^S'wherein the therapeutically effective amount of 
the pharmaceutical composition of claim 44 is from about 0.01 
mg/kg/day to about 300 mg/kg/day. 



^77^ The compound of claim 1 ^herein R 7 is selected from the group 
consisting tolyl, phenyl and thienyl. 
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when R 3 and R 4 comprise a bond and C^alkyl or optionally when both R 3 
and R 4 are C^alkyl, R 3 and R 4 together with the atefms to which each is 
attached will form a five to seven membered mpfnocyclic ring optionally 
containing one to two additional heteroatom^independently selected 
from the group consisting of N, O and S; / 

when R 3 and R 5 comprise a bond and G^alkyl or optionally when both R 3 
and R 5 are C^alkyl, R 3 and R 5 together with the atoms to which each is 
attached will form a four to seven membered monocyclic ring optionally 
containing one to two additipfnal heteroatoms independently selected 
from the group consisting/of N, O and S; 

when R 4 and R 5 comprise a bond and C^alkyl, or optionally when both R 4 
and R 5 are Chalky!; R 4 and R 5 together with the atoms to which each is 
attached will form a four to seven membered monocyclic ring optionally 
containing one to two additional heteroatoms independently selected 
from the group consisting of N, O and S; 

R 6 is optionally, present and is one to three substituents independently selected 
from the group consisting of halogen, C^alkoxy, R 10 , R 12i -NtR^CfOJ-R™, 
-N(Ri J9(0)-R 12 , -NCR^SCVR.o, -NKR^SO.-R^, ^(R, JCfOH^R^.R^ 
-NtR^.J'CtOJ-NtR^.R^). -NJRJCIOJ-NI^R^), -CODJ-NKR^R^), 
-C(0)-N(R l1 ,R 12 ), -C(0)-N(R 12 ,R 17 ), -OC(OyN(R u ,R, 0 l OC(OyN(R U9 R, 2 ) t 
-QC(0)-N(R 12 ,R 17 ), -OC(O)-R 10 , -OC(0)-R 12 , -O-R 10 and R 10 -(C^)alkoxy; 

, R 9 R 10 and R 14 are independently selected from the group consisting of 
cycloalkyl, heterocyclyl, aryl and heteroaryl optionally substituted with one 
to five substituents independently selected from the group consisting of 
halogen, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, C^alkylcarbonyl, 
C^alkoxycarbonyl, carboxyl, aryl, heteroaryl, arylcarbonyl, 
heteroarylcarbonyl, arylsulfonyl, amino, A/^C^alkyOamino, 
ty/V^C^dialkyOamino, -CF 3 and -OCF 3 ; wherein cycloalkyl and heterocyclyl 
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are optionally substituted with one to three oxo substituerrts; and, wherein 
the aryl and heteroaryl substituents and the aryl portion/of the arylcarbonyl 
substituent are optionally substituted with one to five ^substituents 
independently selected from the group consisting qf halogen, C^alkyl, 
C^alkenyl, C^alkynyl, C^alkoxy, carboxyl, amino, A/^C^alkyOamino, 
^^-(C^dialkyOamino, -CF 3 and -OCF 3 ; f 

Rs» Ri2» R 13 and R i7 are independently selected from the group consisting of 
C^alkyl, C^alkenyl, C^alkynyl, and (halo^C^alkyl; wherein C^alkyl, 
C 2 ^alkenyl and C 2 ^alkynyl are optionally substituted on a terminal carbon 

with one to three substituents independently selected from R 14 ; 

// 
/ / 

is selected from the group consjsjnng of hydrogen and C^alkyl; 

// 

A is C^alkylene optionally substituted with one to two substituents 
independently selected frort/l R 13 ; 

when R 3 is C^alkyl, optionaflly A and R 3 together with the atoms to which each 
is attached may fornriya five to seven membered monocyclic ring optionally 
containing one to tWo additional heteroatoms independently selected from 
the group consisting of N, O and S; 

when R 4 is C^alKyl, optionally A and R 4 together with the atoms which each is 
attached may form a five to seven membered monocyclic ring optionally 
containing one additional heteroatom selected from the group consisting of 
N, O ana S; 



when F% is C^alkyl, optionally A and R 5 together with the atoms which each is 
attached may form a three to seven membered monocyclic ring optionally 
Containing one to two heteroatoms independently selected from the group 
/consisting of N, O and S; and, 



Ik, and B 2 are independently selected from the group consisting of C^alkylene 
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one to three substituents independently selected from R 9 ; provided that R 2 , 
R 3 , R 4 and R 5 can only be a bond when forming a monocylic/ring wherein 
the following monocylic rings may be formed from R 2 , Ro/R 4 and R 5 : 

when R 2 and R 3 comprise a bond and C^alkyl or optionally when both R 2 
and R 3 are C^alkyl, R 2 and R 3 together with me atoms to which each 
are attached form a four to seven membered monocyclic ring optionally 
containing one to two additional heteroatpms independently selected 
from the group consisting of N, O and 

when R 3 and R 4 comprise a bond and C^alkyl or optionally when both R 3 
and R 4 are C^alkyl, R 3 and R 4 /rogether with the atoms to which each 
are attached form a five to ^even membered monocyclic ring optionally 
containing one to two additional heteroatoms independently selected 
from the group consisting of N, O and S; 

when R 3 and R 5 comprise a bond and C^alkyl or optionally when both R 3 
and R 5 are C 1 «alkyl, R 3 and R 5 together with the atoms to which each 
are attachedaorm a four to seven membered monocyclic ring optionally 
containina/one to two additional heteroatoms independently selected 
from the^group consisting of N, O and S; 

when R 4 and R 5 comprisea bond and C^alkyl or optionally when both R 4 
and R 5 are C^alkyl, R 4 and R 5 together with the atoms to which each 
are attached form a four to seven membered monocyclic ring optionally 
containing one to two additional heteroatoms independently selected 
from the group consisting of N, O and S; 

R 6 is optionally present and is one to three substituents independently selected 
from the group consisting of halogen, C^alkoxy, R 10 , R 12) -N(R 11 )C(O)-R 10 , 
-NfR^CCOJ-Ru, -ISKR^SCVR^, -NfR^SCVR^ ^(R^CfOH^R^.R^), 
-NCR^J^OJ-NtR^.R^), -N(R ll )C(0)-N(R l2i R 17 ) i -C(OJ-N(R llf R 10 .) f 
-C(0)-N(R 1lB R l2 ) f -C(0)-N(R 12 ,R 17 ), -OC^J-NCR^.R.o), -OC(0)-N(R 11l R 12 ), 
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-OC(0)-N(R 12J R 17 ), -OC(O)-R 10 , -OC(0)-R 12l -O-R 10 and^ 10 -(C^)alkoxy; 

R 7 R 9) R 10 and R 14 are independently selected from thef group consisting of 
cycloalkyl, heterocyclyl, aryl and heteroaryl optionally substituted with one 
to five substituents independently selected from the group consisting of 
halogen, C^alkyl, C^alkenyl, C^alkynyl, C^lkoxy, C^alkylcarbonyl, 
C^alkoxycarbonyl, carboxyl, aryl, heteroam, arylcarbonyl, 
heteroarylcarbonyl, arylsulfonyl, amino, ^/-(C^alkyOamino, 
/^-(C^dialkyljamino, -CF 3 and -OCFvfwherein cycloalkyl and heterocyclyl 
are optionally substituted with one to/three oxo substituents ; and, wherein 
the aryl and heteroaryl substituents4nd the aryl portion of the arylcarbonyl 
substituent are optionally substituted with one to five substituents 
independently selected from the group consisting of halogen, C^alkyl, 
C^alkenyl, C^alkynyl, C^aN&xy, carboxyl, amino, /^-(C^alkyOamino, 
/V,/V-(C^dialkyl)amino, -CF/and -OCF 3 ; 

R 8 , R 12 , R 13 and R 17 are independently selected from the group consisting of 
C^alkyl, C^alkenyl, O^alkynyl, and (halo) 1 _ 3 (C 1 ^)alkyl; wherein C^alkyl, 
C^alkenyl and C^alKynyl are optionally substituted on a terminal carbon 
with one to three si/bstituents independently selected from R 14 ; 

R„ is selected fron/the group consisting of hydrogen and C^alkyl; 

A is C^alkylen/optionally substituted with one to two substituents 
independently selected from R 13 ; 

when R 3 isf C^alkyl, optionally A and R 3 together with the atoms to which each 
is attached form a five to seven membered monocyclic ring optionally 
containing one to two additional heteroatoms independently selected from 
the/group consisting of N, O and S; 

when R 4 is C^alkyl, optionally A and R 4 together with the atoms to which each 
/s attached form a five to seven membered monocyclic ring optionally 
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containing one additional heteroatom selected from the group consisting of 
N, O and S; / 

when R 5 is C^alkyl, optionally A and R 3 together With the atoms to which each 
is attached form a three to seven membered/monocyclic ring optionally 
containing one to two heteroatoms independently selected from the group 
consisting of N, O and S; / 

B is selected from the group consistina'of C^alkylene and C^alkenylene 
optionally substituted with one toowo substituents independently selected 
from the group consisting of halogen, hydroxy, hydroxy(C 1 ^)alkyl, 
hydroxy^Jalkoxy, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, carboxyl, 
amino, A/^C^alkylJaminty/V^A/^C^dialkyOamino, -CF 3 and -OCF 3 ; and, 

n is an integer from 1 to 2; 

and pharmaceutically/acceptable salts, racemic mixtures, diastereomers and 
enantiomers thereof. 

26. A process for preparing a compound of Formula (III): 
/ R 15 
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Formula (III) 

wherein 

R, is selected from the group consisting of R 7 and R 8 ; 

R 7 , R 10 , and R 14 are independently selected from th^group consisting of 
cycloalkyl, heterocyclyl, aryl and heteroaryl optipnally substituted with one 
to five substituents independently selected frorn the group consisting of 
halogen, C^alkyl, C^alkenyl, C 2 ^alkynyl, G^alkoxy, C^alkylcarbonyl, 
C^alkoxycarbonyl, carboxyl, aryl, heteroaryl, arylcarbonyl, 
heteroarylcarbonyl, arylsulfonyl, amincyW-CC^alkylJamino, 
ty/V^C^dialkyOamino, -CF 3 and -OOF 3 ; wherein cycloalkyl and heterocyclyl 
are optionally substituted with one/o three oxo substituents ; and, wherein 
the aryl and heteroaryl substituents and the aryl portion of the arylcarbonyl 
substituent are optionally substituted with one to five substituents 
independently selected fronrVrhe group consisting of halogen, C^alkyl, 
C 2 _ealkenyl, C^alkynyl, C^lkoxy, carboxyl, amino, /V-(C 14J alkyl)amino, 
/^-(C^dialkyOamino, -<2F 3 and -OCF 3 ; 

■R 8 , R 12 and R 17 are independently selected from the group consisting of 
C^alkyl, C 2 ^alkenyl( C^alkynyl, and (halo) 1 . 3 (C 1 ^)alkyl; wherein C^alkyl, 
C^alkenyl and C^alkynyl are optionally substituted on a terminal carbon 
with one to thre/ substituents independently selected from R 14 ; 

I 

R 150 is selected/from the group consisting of hydroxy, amino, N0 2 and R 6 ; 



R 6 is optionally present and is one to three substituents independently selected 
from the group consisting of halogen, C^alkoxy, R 10 , R 12 , -N(R 11 )C(O)-R 10 , 
^(R^C£6)-R 12 , -NKR^SO.-R^ -N^ JS0 2 -R 12 , -N^ ^(O^R^R^ 
-NCR^^OJ-NCR,,,^,), -N(R 11 )C(0)-N(R 12 ,R 17 ), ^(OJ-N^R^), 
-C(O^N(R l2B R 17 ), -CCO-NCR^.R,,), -OCtOJ-NtR^.R^). -OCfOJ-NfR^R^), 
-OC(0)-N(R 12 ,R 17 ), -OC(O)-R 10 , -OC(0)-R 12 , -O-R 10 and R 10 -(C^)alkoxy; 



RL is selected from the group consisting of hydrogen and C^alkyl; and, 
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and B 2 are independently selected from the group consistingybf C^alkylene 
and C 2 ^alkenylene optionally substituted with one to two stfbstituents 
independently selected from the group consisting of halogen, hydroxy, 
hydroxy^Jalkyl, hydroxy(C 1 ^)alkoxy, C^alkyl, C 2 ^all4nyl, C^alkynyl, 
C^alkoxy, carboxyl, amino, A/^C^alkylJamino, /V,/y4Ci^dialkyl)amino, -CF 3 
and -OCF 3 ; 

and pharmaceutical^ acceptable salts, racemic^fnixtures, diastereomers and 
enantiomers thereof; 



comprising reacting a compound of Formula (IV) 

O 



B 



1 




B 



o 

Formula (IV) 

wherein 

R 16 is selected from Jfie group consisting of halogen, mixed anhydride and 
hydroxy; 



with a compound of Formula (V) 




HCI 



Formula (V); 
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